
At 



page 



96, 



lines 



1-2, 



please 



http://www.invitrogen.com/vecgif.pcdna3. 1 .zeo.gif)". 




At 



page 



96, 



lines 



8-9, 



please 



delete 



(see, 



e.g., 



http://www.clontech.com/clontech/vectors/pTRE.html)". 



In The Claims: 




23. 
24. 

25. 
26. 

27. 

28. 



Please cancel claims 1-4, 14 and 15 without prejudice and add new claims 22-48 as 



A method for modulating apoptosis in a cell comprising modulating the activity of a 
Pablo polypeptide. 

The method of claim 22, wherein the cell is a neural cell. 

A method for modulating apoptosis in a cell comprising modulating the expression of 
a polynucleotide encoding a Pablo polypeptide. 

The method of claim 24, wherein the cell is a neural cell. 

A method for treating a subject for a nervous system disorder comprising modulating 
the activity of a Pablo polypeptide. 

A method for treating a subject for a nervous system disorder comprising modulating 
the expression of a polynucleotide encoding a Pablo polypeptide. 

A method for assaying the effects of test compounds on the activity of a Pablo 
polypeptide comprising the steps of: 

(a) providing a transgenic animal comprising a polynucleotide encoding a Pablo 
polypeptide; 

(b) administering a test compound to the animal; and 

(c) determining the effects of the test compound on the activity of the Pablo in the 
presence and absence of the test compound. 
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29. The method of claim 28, wherein the polynucleotide has at least one mutation selected 
from the group consisting of nucleotide deletion, nucleotide substitution and 
nucleotide insertion. 



30. A method for assaying the effects of test compounds on a transgenic animal with a 
genome comprising a functional disruption of a polynucleotide encoding a Pablo 
polypeptide, the method comprising: 

(a) providing a transgenic animal whose genome comprises a disruption of an 
endogenous polynucleotide encoding a Pablo polypeptide; 

(b) administering a test compound to the animal; and 

(c) determining the effects of the test compound on the activity of the Pablo 
polypeptide in the presence and absence of the test compound. 

31. The method of claim 30, wherein the animal is heterozygous for the functional 
disruption of the endogenous polynucleotide. 

32. The method of claim 30, wherein the animal is homozygous for the functional 
disruption of the endogenous polynucleotide. 

33. A method for assaying the effects of test compounds on the activity of a Pablo 
polypeptide comprising the steps of: 

(a) providing recombinant cells comprising a polynucleotide expressing a Pablo 
polypeptide; 

(b) contacting the cells with a test compound; and 

(c) determining the effects of the test compound on the activity of the Pablo in the 
presence and absence of the test compound. 



34. The method of claim 33, wherein tnfeux>lynucleotide has at least one mutation selected 
from the group consisting of nucl$£tide deletion, nucleotide substitution and 
nucleotide insertion. 



35. The method of claim 33, wherein the recombinant cell further comprises a 
polynucleotide expressing a Bcl-xL polypeptide. 
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36. A method for assaying the effects of test compounds on the binding interaction of 
Bcl-xL and Pablo polypeptides comprising the steps of: 

(a) providing yeast cells for a yeast two-hybrid system comprising a Bcl-xL 
polypeptide and a Pablo polypeptide; 

(b) contacting the cells with a test compound; and 

(c) determining the effect of the test compound on the binding interaction of the 
Bcl-xL and Pablo polypeptides in the presence and absence of the test 
compound. 

37. A method of producing a Pablo polypeptide: 

(a) transfecting, transforming or infecting a recombinant host cell with an 
expression vector comprising a polynucleotide comprising a nucleotide 
sequence of SEQ ID NO: 1 ; 

(b) culturing the host cell under conditions sufficient for the production of the 
polypeptide; and 

(c) isolating the polypeptide from the culture. 

38. A method for producing a transgenic animal whose genome comprises a functional 
disruption in a polynucleotide encoding a Pablo polypeptide, the method comprising: 

(a) providing a polynucleotide encoding a Pablo polypeptide having a functional 
disruption; 

(b) introducing the disrupted polynucleotide into embryonic stem cells; 

(c) selecting those embryonic stem cells that comprise the disrupted 
polynucleotide; 

(d) introducing an embryonic stem cell of step (c) into a blastocyst; 
transferring the blastocyst of step (d) to a pseudopregnant animal; and 

(e) allowing the transferred blastocyst to develop into an animal chimeric for the 



39. The method of claim 38, further comprising breeding the chimeric animal with a wild- 
type animal to obtain animals heterozygous for the disruption. 

40. The method of claim 39, further comprising breeding the heterozygous animal to 
generate animal homozygous for the disruption. 



disruption. 
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41 . A method for the treatment of a subject in need of reduced Pablo activity comprising: 

(a) administering to the subject a therapeutically effective amount of a Pablo 
antagonist; and/or 

(b) administering to the subject a polynucleotide encoding an antisense RNA 
polynucleotide comprising a nucleotide sequence that is a complement to a 
nucleotide sequence of SEQ ID NO: 1 or a fragment thereof. 

42. A method for the diagnosis of a disease or the susceptibility to a disease in a subject 
related to the expression or activity of a Pablo polypeptide in the subject comprising: 

(a) determining the presence or absence of a mutation in a polynucleotide 
encoding a Pablo polypeptide comprising an amino acid sequence of SEQ ID 
NO: 2 or a fragment thereof; and/or 

(b) assaying for the presence of Pablo expression in a sample derived from the 
subject, wherein the Pablo expressed is a polynucleotide encoding a Pablo 
polypeptide comprising an amino acid sequence of SEQ ID NO: 2 or a 
fragment thereof. 

43. A recombinant expression vector comprising a polynucleotide encoding a Pablo 
polypeptide comprising the amino acid sequence of SEQ ID NO:2. 

44. A genetically engineered host cell, transfected, transformed or infected with the 
vector of claim 43. 

45. A transgenic animal comprising a polynucleotide encoding a Pablo polypeptide 
comprising an amino acid sequence of SEQ ID NO:2. 

46. The transgenic animal of claim 45, wherein the polynucleotide comprises a mutation 
which modulates Pablo activity. 

47. The transgenic animal of claim 49, wherein the animal is heterozygous for the 
mutation. 

48. The transgenic animal of claim 49, wherein the animal is homozygous for the 
mutation. 
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